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Figure la 



1 GCGGCCGCGT CGACCCGGCG TTCAGACGCG GGCAGCTACC GGCGCTCGCT GGGCTCCGCG 
61 GGGCCGTCGG GCACTTTGCC TCGCAGCTGG CAGCCCGTCA GCCGCATCCC CATGCCCCCC 
121 TCCAGCCCCC AGCCCCGCGG GGCCCCGCGC CAGCGTCCCA TCCCCCTCAG CATGATCTTC 
181 AAGCTGCAGA ACGCCTTCTG GGAGCACGGG GCCAGCCGCG CCATGCTCCC TGGGTCCCCC 
241 CTCTTCACCC GAGCACCCCC GCCTAAGCTG CAGCCCCAAC CACAACCACA GCCCCAGCCA 
301 CAATCACAAC CACAGCCCCA GCTGCCCCAA CAGCCCCAGA CCCAACCCCA AACCCCTACC 
361 CCAGCCTCCC ACATCCGCAT CCCCAACAGA CATGGCCCCC TGTGAACGAA GGACCCCCCA 
421 AACCCCCCAC CGAGCTGGAG CCTGAGCCGG AGATAGAGGG GCTGCTGACA CCAGTGCTGG 
481 AGGCTGGCGA TGTGGATGAA GGACCCTGTA GCAAGGCCTC TCAGCCCCAC GAGGCTGCAG 
541 CCAGCACTGC CACCGGAGGC ACAGTCGGTG CCCGAGCTGG AGGAGGTGGC ACGGGTGTTG 
601 GCGGAAATTC CCCGGCCCCT CAAACGC AGG GGCTCCATGG AGCAGGCCCC TGCTGTGGCC 
661 CTGCCCCCTA CCCACAAGAA ACAGTACCAG CAGATCATCA GCCGCCTCTT CCATCGTCAT 
721 GGGGGGCCAG GGCCCGGGGG GCGGAGCCAG AGCTGTCCCC CATCACTGAG GGATCTGAGG 
781 CCAGGGCAGG GCCCCCTGCT CCTGCCCCAC CAGCTCCCAT TCCACCGCCC GGCCCCGTCC 
841 CAGAGCAGCC CACCAGAGCA GCCGCAGAGC ATGGAGATGC GCTCTGTGCT GCGGAAGGCG 
901 GGCTCCCCGC GCAAGGCCCG CCGCGCGCGC CTCAACCCTC TGGTGCTCCT CCTGGACGCG 
961 GCGCTGACCG GGGAGCTGGA GGTGGTGCAG CAGGCGGTGA AGGAGATGAA CGACCCGAGC 
1021 CAGCCCAACG AGGAGGGCAT CACTGCCTTG CACAACGCCA TCTGCGGCGC CAACTACTCT 
1081 ATCGTGGATT TCCTCATCAC CGCGGGTGCC AATGTCAACT CCCCCGACAG CCACGGCTGG 
1141 ACACCCTTGC ACTGCGCGGC GTCGTGCAAC GACACAGTCA TCTGCATGGC GCTGGTGCAG 
1201 CACGGCGCTG CAATCTTCGC CACCACGCTC AGCGACGGCG CCACCGCCTT CGAGAAGTGC 
1261 GACCCTTACC GCGAGGGTTA TGCTGACTGC GCCACCTACC TGGCAGACGT CGAGCAGAGT 
1321 ATGGGGCTGA TGAACAGCGG GGCAGTGTAC GCTCTCTGGG ACTACAGCGC CGAGTTCGGG 
1381 GACGAGCTGT CCTTCCGCGA GGGCGAGTCG GTCACCGTGC TGCGGAGGGA CGGGCCGGAG 
1441 GAGACCGACT GGTGGTGGGC CGCGCTGCAC GGCCAGGAGG GCTACGTGCC GCGGAACTAC 
1501 TTCGGGCTGT TCCCCAGGGT GAAGCCTCAA AGGAGTAAAG TCTAGCAGGA TAGAAGGAGG 
1561 TTTCTGAGGC TGACAGAAAC AAGCATTCCT GCCTTCCCTC CAGACCTCTC CCTCTGTTTT 
1621 TTGCTGCCTT TATCTGCACC CCTCACCCTG CTGGTGGTGG TCCTTGCCAC CGGTTCTCTG 
1681 TTCTCCTGGA AGTCCAGGGA AGAAGGAGGG CCCCAGCCTT AAATTTAGTA ATCT GCCTT A 
1741 GCCTTGGGAG GTCTGGGAAG GGCTGGAAAT CACTGGGGAC AGQAAACCAC TTCCTTTTGC 
1801 CAAATCAGAT CCCGTCCAAA GTGCCTCCCA TGCCTACCAC CATCATCACA TCCCCCAGCA 
1861 AGCCAGCCAC CTGCCCAGCC GGGCCTGGGA TGGGCCACCA CACCACTGGA TATTCCTGGG 
1921 AGTCACTGCT GACACCATCT CTCCCAGCAG TCTTGGGGTC TGGGTGGGAA ACATTGGTCT 
1981 CTACCAGGAT CCCTGCCCCA CCTCTCCCCA ATTAAGTGCC TTCACACAGC ACTGGTTTAA 
2041 TGTTTATAAA CAAAATAGAG AAACTGGTTT AATGTTTATA AACAAAATAG AGAAACTTTC 
2101 GCTTATAAAT AAAAGTAGTT TGCACAGAAA TGAAAAAAAA AAAAAAAAAA AAAAAA 
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Figure lb 



1 atggtcacga ccagtagcgg agggggtata gggtacccgg caaacaacgg tgtcacacag 
61 gtgtctctga ttcactcgtc ggattctgta cgaactgttt caactgcccc aatataccgt 
121 ccgacgtcat caatggcatc tacgatggct cataaatctt cgacggctcc gttcatctcc 
181 gcaaatcaac gaatgfccaaa accgccggtt cgggtggtcg ctcaaccacc accaccacat 
241 ccacaagcat tgtcccaaca gtatcaccag cagaatccga tgatgatgta ttccgcacca 
301 aatacacgac cacacgttafc tccgacaatg caagtgcaac cgacaatggc cgctcaaatt 
361 aaacgaaata atcctgttaa tgcacagttt cagaaccctt ctgaaatgat cgccgattac 

421 Srgtsrtaaaac cgcagtcagt agaaatggtg caaagagttc gagctgttcg aagacaagtc 
4 81 gccgacgagg agaccgaact gcgaagactc agagagcttg aacacgaaac ggcacagctt 
541 caaaataaga attatggaag agaaagagag ttgaatgtgc aaggatccat gctgaaagaa 
601 gctcaattag agttgagaaa tgcttcaatg agggcgcaat ctttaaacaa gcatttggaa 
661 gaaatgtacc ggagaagaca aactgcagca gcggcagcgc tcgtggaaca acgaaaaatg 
721 cagcaacatc agattcttct agcccgagct gcaaatcaag tatccacaca agaagfctata 
781 agacctcgtg cttctgtcga accattccaa gttaataata cccaacagca acaaccatca 
841 cctcaaatga tgaaatcaga agaattttcg gagaaaagag atttgaatgg acaaactggc 
901 agttatgatg ctatcgatgg atcaggagat catcaaaaaa taccgacgga gccatcgtac 
961 ttggcaccat gtaaagaaaa ccagcaaaaa tactcggagt taagtaaaat ggcatctacg 
1021 gatcctcatt caaatcacag ttcaccatca acttcttcgc ag&aagcfccc gacgttgatc 
1081 acattttctc caccaagfctt tgaacagaaa atcaactcgt ctacaatgac tcgggattct 
1141 ccgttcgttg agcgtccaac atcgtttggt gatagtctag acgaatcacg actgagaagt 
1201 ggaaagactg atttggtatc acfctcgatca gattccctga aagctacgaa acgtcgttct 
1261 tgggctgctit ccgaaggtac ttcaatgtca gaggcagaga tgattcatag gcttcttgat 
1321 gaacaacgtc gtgggagatc acattttatt ccacaattgc caacatcaca agaagaacca 
1381 tcggcaafcaa catcagaaac afcatgccgaa gaagttgtca attcagaatc gaaacaagtt 
1441 gctacaagtt cggattccac taataatctt gaattgccaa ccgaacaaat ggtattaggt 
1501 agtgatacca caacagaaga agatgcaagt tcgtgttcaa cacgttctga tgafcggacag 
1561 aafccttgaaa tggaagttgc gattgaaaga agaactgtta aaggcafcttt gagaagacct 
1621 aatgaaaaga tgaacaaagg tcgcattgaa tttgacccat tagcactctt gcfccgatgct 
1681 gctttagaag gagaactcga tttagtgaga agcagtgcct caaagctaac agatgtctca 
1741 caggccaatg atgaagggat tacggcgttg cacaatgcga tttgtgctgg acactatgag 
1801 attgtaagat tttfcgatcga gaacgacgct gatgtgaatg ctcaagattc cgatggttgg 
1861 acfcccacttc attgtgcagc ttcctgtaat aaccttccaa tggttagaca acttgtggaa 
1921 ggaggaggat gcgttctcgc ttcgacacta tictgatatgg aaacacctgt ggagaagtgt 
1981 gaagaagatg aagatggtta tgatggatgt ttgaagtatc tttccgcagc ccataactca 
2041 acgggatcaa ttaatactgg aaaagtttac gcfcgcttatg gafcatgaggc ggcattfcgaa 
2101 gatgagctca gttttgatgc aggagatgaa ttgacggtta ttgagaaaga taaagtcgat 
2161 aaaaattggt ggacatgtga gaagaacaat ggagagaagg gacaagtacc aagaacatafc 
2221 ttggcgttgt accca£cgtt aaaatacaga aagaagctca actttgtgat gttcgatctt 
2281 ccattggaat cgaacaacaa tgtcgaataa 



2/19 



WO 2004/031229 




T/GB2003/004296 



Figure 2a 
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Figure 2b 



MVTTS SGGG I G YPAWNGVTQVS L XHS SDS VRTVS TAP I YRPTSS . 
MAS TMAHKS S T APF I SA2SQRMS KPP VR WAQPPPPHPQALS QQYHQQ0PMMM YSAPNT 
RPKVI PTMQVQPTMAAQI KRMNP VNAQFQNPS EMI ADYGVKPQSVEtWQRVRAVRRQV 
ADEETEIjRRI^ELEHETAQLQNKNYGRERELNVQGSMIjKEAQLSIjRNASMRAQSLNKH 
IjEE MYRRRQTAAAAALVEQRKMQQKQ I LLARAANQVSTQEVIRPRAS VEPFQVWNTQQ 
QQPSPQMMKSEEFSEKRDIiNGQTGSVDAIDGSGDHQKIPTEPSYLAPCKEMQQICYSElr 
SWJ^TDPHS*mSSPSTSSQKAPTI,I^^ 

LDES RLRSGKTDIi VSLRSDSIiKATKRRS WAAS EGT8M SEAEM IHRMjDEQRRGRSHFI 
PQLPTSQEEPSAITSETYAEEVWSESKQVATSSDSTJ^LELPTEQMVXiGSDTTTEED 
ASSCSTRSDDGQNkEMEVAIERRTVICGILRRPHEK^ 

DIiVRS SAS KLTD VSQAITOEGITAIiHNA I CAGHYE I VRFli I EITOADVN AQDSDGWTPLH 
C^SCN!^PMVRQL\^^^ 

SINTGKVYAAYGYEAAFEDELSFDAGDELTVIEKD^ 
I«ALY PSIjKYRKKIiNF VMFDIj PLESKHNVE 
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Figure 3a 
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Figure 7 



Formatted Alignments 



C-£7*f*U»-/ASW MVTTOSGOG X ©YPARMOVTQVBX. XKSBD0VR ~ £ £ , 



r1t.;l Q X* A X. 



T pSj» XVXAfilXHAHKBBTAPF X SAKQRXWBXC Pj 



Q A. L | a jQ |Q Y K Q Q W P WWMTT BAPWTRPX* 



»P fl SMI A D Y 



t'T. E |S V A 



K jxq<? SV BXyiVQRVRAVRR<?VAX>BBTBI.RRI.RSI.£H 



ZZ-£7«ffl*n*-S/9S*P BTAQT.QWK.HYGRBRB 1> Wly^lo BMI.BEAQX. E X. R XT A 8 XVI 

A<xwO>? --------------- - ~ UaJLI - --------------- 



C-*^™-JMS&> RAQSCHKHtEBWy R jg^ej Q » S [5] t * A 



L ly.bB^'OjR K X«I Q <? s Q I 



^T-^w^*-y5AS>V X* X.ARAAWQVOXQBVI R T 

jmsps>0*J> --------- - A L 

^»S^^ - - I x x I « b - i-lija r Isi 



v uj?ii?ilssi' T| ^ ,<, ' PB 



ilQ T O B V D 



iT-//™ - M SP*> TBPBTTX.APCKBH<?OKTrSEX.SXC»XABTa>PI*SNKSB fgls 
AbWY^ tSJQ 



tr-jTStifftrs** -AOSW PTSF<3X»Bt.l>EaR p^R|B f^jK TX>x.v«x,Rax>ex-KATKRR 



£-£r*S»ns—jHSf>r R]A X B R R X V K 
lHJ R S - - " 



jeaa- _ ^ 

TEEt>ABSCB p^B BDX>GQWX,B gj^gj 

Sx.xrJr|p FnIe rmmxqISIi e f i> 15-^1 ^lSSS^ASi^^l 
'x^Ik U roils p r jr a r|p|a r x, w |jf. z, I v Wc£*«;«m>: a,| 

a|S1a. f[ 

;HI]£ssllsll£li 

A 

s^sr^*" !^^2]5tlllIl2iiai]i&?»ll]?s^S55lIllll]-i] 

A A A 

A«p5S contact residues 



. O [olX. K ITC «d» I A A HIKY'IB.IT WIS 



mm 



10/19 



WO 2004/031229 




T/GB2003/004296 




input 



^Ce-iASPP 



6 



IP:V5 



lit 

66 6 




input 



6 



IP: 9EtO 



8C 



^Ce-1ASPP 



^Ce-p53 



ICe-p53 



8D 



ASPP1 



15" 



u 

p 

I 

J 



I0r 



S" 



1 A g 1 1 




+Ce-iASPP +1ASPP 



8F 





gl IASPP 



6 « i ' 
S 1 |l gl j 


, g g s 

(ill 




i - — ■ 







ASPP2 
Ce-iASPP 
pS3 

iASPP 



Ce-p53 


p53 
















! > 







iASPP 




rprpr^ ^ ryirpity l 

Hill U|)tgl 



+Ce-iASFP -MASPP 




~ 1 1 1 1 a a 

www 

iii 



4-Ce-iASFP 



+Ce-IASPP f 



+C&-IASPP 



11/19 



WO 2004/031229 




:T/GB2003/004296 



9A 



ape-l= iASPP 
cep-1 = Ce-iASPP 



9B 




12/19 



WO 2004/031229 
Figure 10 



T/GB2003/004296 



I860 







1>E €^.If Ti[Pjt I 


I H Asy .C^fA G H 

ia,A: : ^'A g£h 


N 




* E G I T A "X. I 

P.H®E GrI T A X I 


i.h AtefcjG a in; 



H H 
T E 




ASPPUp} 
ASPP2(p} 
/ASPP(p} 




ASPPf(p) 
ASPP2(p} 
fASPP(p) 




Al AA A, 



ASPPf(p) |Gj.VJ» 

aspp2<p) l¥f-^ 

fASPP(p) Hbi'J 






P7 



ASPPf(p) K 
ASPP2(p) M 
fASPP(p) m 




P3 



ASPPf(p) 
ASPPtfp) 
fASPP(p) 



t = p53 contact residues 



13/19 




14/19 



WO 2004/031229 




:T/GB2003/004296 



Figure 12 
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Figure 13 
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Figure 15 
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